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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the application: 

Listing of Claims: 

Claim 1 . (currently amended) A method o£4fthfetti ng c a th e psin S irha mammal comprising 
administering a compound of formula (I) to asate mammal 



N 




in which: 

X is N of CA where A is hydrogen, halogen, CHR 2 R 3 , OR 2 , NR 2 R 3 , or SR 2 ; 

R 2 and R 3 are independently hydrogen, Chalky! or C 3 . 6 cycloaIkyl both of which can 
optionally contain one or more O, S or NR 4 groups where R 4 is hydrogen or Chalky!, and 
can be optionally substituted by aryl, heteroaryl, NR 5 R 5 where R 5 and R 6 together with the 
nitrogen atom to which they are attached form a 4-7 membered ring optionafly containing a 
further O, S, NR 4 , or R2 and R3 together with the nitrogen atom to which they are attached 
form a 4-7 membered ring optionally containing a further O, S, NR 4 group, or R2 and R3 are 
aryl or heteroaryl groups, both aryl and heteroaryl groups being optionally substituted by 
halogen, amino, hydroxy, cyano, nitro, carboxy, CONR 7 R 8 , SO 2 NR 7 R 0 , S0 2 R 4 , 
trifluoromethyl, NHS0 2 R\ NHCOR 4 , ethylenedioxy, methylenedioxy, C^alkyl, C^alkoxy, 
NR 7 R 8 or SR 7 where R 7 and R a are independently hydrogen or d_ 6 alkyl; 

R and R 1 are Independently a group Y(CH 2 )pR 9 where p is 0, 1 , 2 or 3 and Y is O or NR 10 
where R 10 is hydrogen, C^alkyl or Ca-ecycloalkyl; 
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and R 9 Is hydrogen, C^q alkyl which can optionally contain one or more O, S or NR* groups 
where R 4 is hydrogen or C^ alkyl, or a 3 to 7-membered saturated ring optionally containing 
a carbonyl group, one or more O, S or N atoms, or an aryl or heteroaryl group containing 
one to four heteroatoms selected from O, S or N, the saturated ring, aryl and heteroaryl 
groups all being optionally substituted by halogen, amino, hydroxy, cyano, nitro, carboxy, 
CONR 7 R 8 , S0 2 NR 7 R 8 , S0 2 R 4 , trifluoromethyl, NHS0 2 R 4 , NHCOR 4 , ethylenedioxy, 
methylenedioxy, d_ B alkyI ( C^alkoxy, SR 5 or NR 11 R 12 where R 11 and R 12 are independently 
hydrogen, C 1 . 6 alkyl or together with the nitrogen atom to which they are attached form a 5- 
or 6-membered saturated ring optionally containing a further O, S or NR 4 group; 
or R/R 1 is a group NR 10 {CHR 10 ) CONR 2 R 3 or NR 10 (CH 2 ) q CONR 2 R 3 where q is 1, 2 or 3; 
or R/R 1 is a group NR 13 R 14 where R 13 and R 14 together with the nitrogen atom to which they 
are attached form a 4 to 7-membered saturated ring optionally containing a carbonyl group, 
O, S or N atom and optionally substituted by Ci. 6 alkyl, amino, hydroxy, CC^C^ alkyl, 
halogen, NR 5 R 6 , NR 7 R 8 , d. 6 alkylNR 17 R 18 where R 17 and R 18 are Independently hydrogen or 
Ci. B alkyl, CONR 13 R 16 where R 15 and R 16 are independently hydrogen or C,^ alkyl, or 
optionally substituted by aryl, phenoxy, COphenyl, or a heteroaryl group, the latter four 
groups being optionally substituted by halogen, amino, hydroxy, cyano, nitro, carboxy, 
CONR 7 R a , S0 2 NR 7 R D , SO z R 4 , trifluoromethyl, NHS0 2 R\ NHCOR 4 , ethylenedioxy, 
methylenedioxy, alkyl, C^alkoxy, SR 5 or NR 11 R 12 where R 11 and R 12 are independently 
hydrogen, alkyl or together with the nitrogen atom to which they are attached form a 5- 
or 6-membered saturated ring optionally containing a further O, S or NR 4 group; 

artG^ora^pharmaceutically acceptable salt s or solvotoo th ere of, in tho ma n ufacture of a- 
m e dicam e nt for u se- in th e i nh i b i tion of c a th e psin Snn a mammol ouch as man . 

Claim 2. (currently amended) The method according to claim 1 in which X-Ajs CH, NHR 2 , or. 
OR 2 wherein R 2 is hydrogen or C^ alkyl. 

Claim 3. (previously presented) The method according to claim 1 In which R is a group 
Y(CH 2 )pR 7 where p is 0 or 1 and Y is NR 8 wherein R 8 is hydrogen and R 7 is substituted 
phenyl. 

Claim 4. (previously presented) The method according to claim 1 In which R 1 is a 
group NR 13 R 14 where R 13 and R 14 together with the nitrogen atom to which they are attached 
form a morpholine ring, piperidine or piperazine ring optionally substituted. 
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Claim 5. (previously presented) The method according to claim 1 in which R 1 is a group 
NR 9 R 10 where R 10 is H or alkyl and R 9 is Chalky! which can optionally contain one or 
more O, S or NR 4 groups where R 4 is hydrogen or alkyl. 



Claim 6.(currently amended) The method according to claim 1 where the compound of 
formula (I) is selected from: 

4 ^ - Ch l oroph e ny l )am <A Ol - 6 - (d i methylom in o> - 1 > 3 l 5 - tr i azino 2 - oarbon i tr il o, 
4- Morpho l in A y l-6~ (1 phonoxypiporid i n 1 yl) 1,3 , 5 triaz i n o 2 carbon i tr i lo, 

4 - (7 Azab leyclot 2.2.1]h e pt 7 yl) 6 [ ( 4 ch)orophony l )om i noH,3 t 5 - tr i azi fte~ 2 carbon i tri l o, 
4 [( 4 Ch lDrQ ph e ny l )amino] 6 pyrro l idin - 1 - yl l^.^ a zin e ^ - oarbom tF^leT 
4-{f4-GWoro ph e nyl)am i no] 6 p i p e ridfn - 1 - yl 1,3, 5 triazino - 2 oarbo mk-iter 
4-{{4-Chl oroph e ny l )am i no] 6 - ( e thylamino) 1,3, 5 4r i azin e- 2 - carb oftitfteT 
4-[ (^ - Chloropheny l )a m ^] - 6 -- (3 - hydroxypy ff O l idin -- 1 - y{) 1,3, 5^a zino - 2 oarbon ifrile? 
44(4-€WoFophe nyl)amino] 6 [(2 p ip orid i n 1 y l othyOam lfi ol - I.S^ - tr i azi riQ 2 carbon i tr i lo, 
4- K4 - Ch l orophony l ) ami no] - 6 - ('1 - phonylpi pe ridin - 1 - yl) - 1 ,3,5 tr i a z in 8- 2 - carbon i tr He ? 
A - [(S Chlore benz y l )amino] - 6 (d i mot h y l amino) - 1,3,5 tr i azin o 2 - carbon i trH et 
4-Meftstolin- 4 - y l- 6 - [(4 morphe lin ^ - ylph e ny l )omino ] I^.S - triazino 2 carbon i trilo, 
4 - (2,3 D i h yd ro 1,4 - bQnzodiox i n 6 - y la m i no ) 6 me^phol i n^ - yl l^^r ia z i n e ^ - carb omtf^ 
4-Me^holi n - 4 - y l- 6 - (3 phony lpi poridin 1 y l ) 1, 3 , - 5 - triaz i n e 2 corb ottttfSJey 
4- (4/r - B i p i perid i n V y l)-S- morpho l in 4 yl 1 7 3,5 - triaz i n e 2 carbon i tri l o, 
4 - [4 - (1H l m klaz o l- 1 - y l )pip e r i d i n 1 yl] 6 morpho li n 4 y l- I.S.S - trioz i no 2 carbon i tril er 
4 ^ 4-(4 Chlorob o nzoy l ) pip er i d[n - l yq 6 m or- pholin - 4 yl 1 ,3 r5- t ria z ine 2 car bofittfik^ 
4-[4- (5 - Ch l oropyr i d ifv-2- y l )pip e razin 1 y E H6 - morpho l in 4- ^1 - 1,3,5 triazino 2 oarbon ttrite 7 
{[3 (2oxopyrrolidin 1 yI)propy l ]o mi no} 1,3 T 5 tri azi n e ^ - carbo Bitf^ 
1 - yl 1,3,5 tnazin-2-yl) N,h ^ie thy l plporid i n e- 3 - carboxo mic^ 
/p henyljpfpcraa n 1 yl] 6 morpho l in^ - yl - 1,3,6 tr i azlno 2 car bonfe^ 
yh ol i n A y l- 1 , 3, 5- tr i az i n - 2 y l ) N~1~,N-1~ bio M- [N - (4 - cyon o-6- 

if^-ytH^i sobuty l glycy l ]morpholin 3 y l ] N~2- ico but y l glyoinam ider 
4-4Vto rpholin 4 y l-6- [(2 - pyridin 3 yl e thyOamiROl - l^^-triozi n ^ - carbon i tri teT- 
4- {[2 - (2 - Fury l ) eth yl]amfno) 6- morpholin 4 yl - l^^-triozi^e^ - carbonitri ter 
4 - [(4 - Chloroph enyJJamim»3^ 1,3,5 - triazino 2 carbon i trilo r 

4- Az e t i din 1 y l 6- [(4 - chlQrophonyl)amino] 1,3,5 - tr i az i no 2 - oarbonitr il o 7 
4-[(4-Chlorophenyl)aminoh6-morpholin<4-ylpyrimidine-2«carbonitrile, 

4 
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4-[(4-Methy!cyclohexyl)amino]-6-morpholin^-ytpyrimidine-2-carbonitrile, 
4-(4-ChlorophGnoxy)-6-mon3holin-4-ylpyrimidine-2-carbonitrile, 
4-t(4-Chlorophenyl)amino]-6-(dimethylamino)pyrimidine-2^carbonitrile l 
4-[(1-Methylpiperidin^-y!)amino^6-m 

4-(Cyclohexy]amino)-6-morpholin-4-ylpyrimidine-2-carbonitrile, 

4-[(4-Chlorophenyl)amino]-6-pyrrol^^ 

4-[(6-Chloropyridin-3-yl)amino]-6-mo^ 

1-{6-[(4-Chlorophenyl)amino]-2-cyanopyrimidin-4-yl}-L-prolinamide ( 
4-(4-Aminopiperidin-1-yl)-6-[(4^ 
4-[(4-Ch!orophenyl)amino]-6-(4-pyrrol^ 

4-[(4-Chlorophenyl)amino]-6-[(3-pyrrolidin-1-ylpropyl)amIno]pyrimidine-2-carbonitri 
tert-Butyl 4^6-[(4-chlorophenyl)amino]-2-cyanopyrimidin'4-yl}piperazine-1-carboxylate l 
4-[(4-Chlorophenyl)amino]-6-(cydopropylamino)pyrimidine-2-carbonitrile 1 

4- [(4-ChIorophenyl)amino]-6-piperazin-1-ylpyrimldine-2-carbonitrile, 
(2S)-N-2~-{6-[(4-Chlorophenyl)amino]-2~cyan^ 
chlorophenyl)amino]-2-cyanopyrimrdm-4^^ 

5- Chloro-4-[(4-chlorophenyl)am^ 
4-[(4-Chlorophenyl)amino^5^met^ 
4-[(4-Chlorophenyl)amino]-5-methoxy-6-mo^ 

4-[(3S)-3-Am1nopyrrolidin-1-yl]-6-[(4-ch!orophenyl)amino]-5-methoxypyrim 
carbonitrile, 

4-t(4-Chlorophenyl)amino]^4-[3-(dimethylamino)propyl]piperazin-1-yl}-5- 

methoxypyrimidine-2-carbonitrile, 

4-[(4-Chlorophenyl)amino]-6-(dimethylam 

4-[(4-Chlorophenyl)amino]-5-methoxy-6-(3HDXO 

H6-[(4^hlorophenyl)amino]-2-cyano-5-methoxy^ 

4- (4-Amfnopiperidin-1-yl)-6-[(4-cN^ 

5- Amino-4-[(4-ch1orophenyl)amino]^ and 

5-Amino-4-[(4-Chlorophenyl)amino}-6-(ethylamino)pyrimidfne-2-carbonitrile7: 
ond pharmac e utica l ^ aocopt abl o ca l to thoroo *. 

Claim 7. (cancelled) 

Claim 8. (cancelled). 



PAGE 8/18 * RCVD AT 12/1/2005 1:05:41 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-6/25* DNIS:2738300 1 CSID:1302 886 8221 < DURATION (mm-ss):05»04 



DEC-01-2005 THU 12:43 PM ASTRAZENECA GLOBAL IP 



FAX NO. 1302 886 8221 



P. 



Application No. 10/518,817 AstraZeneca Docket No. 100727-1P US 

Amendment Dated December 1, 2005 
Reply to Office Action of September 26. 2005 

Claim 9. (currently amended) A pharmaceutical composition which comprises a compound 
oLformula (I): 




111 

in which: 

X is CA w here A is hvdrooen. halogen. CHR 2 R 3 , OR 2 , NR 2 R 3 , or SR 2 : 

R 2 and R 3 _are Independently hydrogen. Chalky] or cycloalkvl both of which can 
optionally contain one or more O. S or NR 4 groups where R 4 is hvdroaen or C i ^afkvl. and 
can be optionally subst ituted bv arvl. heteroarvl. NR 5 R 6 where R s and R 6 together with the 
nitrogen atom to which thev ar e attached form a 4-7 membered ring optionally containing a 
further Q. S. NR 4 . or R2 and R3 to gether with the nitrogen atom to which thev are attached 
form a 4-7 membered ring option ally containing a further Q. S. NR 4 group, or R2 and R3 are 
arvl or heteroarvl gr oups, both arvl and heteroarvl groups being optionally substituted bv 
halogen, amino, hydroxy, cvano. nitro. carboxy, CONR 7 R 6 . SO ? NR 7 R 8 , SO ? R 4 , 
trifluoromethyl. NHSO,R 4 . NHCOR 4 . et hvlenedioxv. methvlenedioxv. C^alkyl, Ci. R alkoxv. 
NR 7 R a or SR 7 where R 7 and R a are independently hydrogen or Ci^ alkvl: 

R and R 1 are indepen dently a group VfChMpR 9 where p is 0, 1. 2 or 3 and Y is O or NR 10 
where R 1Q is hvdroaen, C^alk yl or r^cycloalkyl; 

and R is hydrogen. alkvl which can optionalfv contain one or more Q T S or NR 4 orouos 
where R 4 ls hydroge n or Ch alky!, or a 3 to 7-membered saturated ring optionally containing 
a car fronyl group, one or more O, S or N atoms, or an arvl or heteroarvl group containing 
one to four heteroato ms selected from O. S or M the saturated ring, arvl and heteroaryl 
groups ail being optio nally substituted bv halogen, amino, hydroxy, cvano. nitro, carboxv. 
CQNR 7 R fl , SO,NR 7 R 8 , $Q 7 R 4 . trifluoromethvl. NHSO.R 4 . NHCOR 4 . ethvlenedioxv. 

6 
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methyfenedioxv, alkvl. Ci^alkoxy, SR 5 or NR 11 R 12 where R 11 and R 12 are independently 
hydrogen. Cj .p alkvl or together with the nitrogen atom to which thev are attached form a 5- 
or 6-membered saturated ring optionally containing a further O. S or NR 4 group: 
or R/R 1 is a group NR 10 (CHR 10 1 CQNR 2 R 3 or NR 10 (CH^ g CQNR 2 R 3 where q is 1. 2 or 3: 
or R/R 1 is a group NR 13 R 14 where R 13 and R 14 together with the nitrogen atom to which thev 
are attached form a 4 to 7-membered saturated ring optionally containing a carbonvl group. 
O. S or N atom and optio nally substitu ted by C M alkvl. amino, hydroxy. CCl C^alkvL 
halogen, NR 5 R e , NR 7 R 8 . C^ afkvlNR 17 R lB where R 17 and R 1B are independently hvdrooen or 
Ci.fi alkvl. CONR 15 R 16 where R 15 and R 16 are independently hydrogen or alkvl. or 
optionally substituted by aryl, phenoxv. CQphenvl. or a heteroaryl group, the latter four 
groups being optionally substituted by halogen, amino, hydroxy, cvano, nitro. carboxv. 
CO_NR 7 R 8 . SOsNR 7 R 8 . SO,R 4 , trifluoromethvl. NHSO^R 4 . NHCOR*. ethvlenedioxv. 
methvlenedioxv. C^alkvL C^ alkoxv. SR 5 or NR 11 R 12 where R 11 and R 12 are independently 
hydrogen. Ci.s alkvl or together with the nitrogen atom to which thev are attached form a 5- 
or 6-mem bered saturated ring optionally containing a further Q, S or NR 4 group.a -eofflpowid- 
of the form u<a- (l) ae d e fin e d i n claim 7 or a pharmaceutical^ acceptable salt thereof; 
and a pharmaceutical^ acceptable diluent or carrier. 

Claim 10. (currently amended) A method fo r producing inhibit io n - of a cyst ei no 
prot e ase in o mamm al, s uch as mon, i n n ood of cuoh trootmont, which 
compr i sos comprising: 

-administering to GakJ-a_mammal an effective amount of a compound of formula fh: 



N 




in which; 

X is CA where A is hvd roaen. halooen. CHR 2 R 3 , OR 2 . NR 2 R 3 . or SR 2 : 

7 



PAGE 10/18 ' RCVD AT 12/1/2005 1:05:41 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-6/25 * DNIS:2738300 ■ CSIDM302 886 8221 * DURATION (mm-ss):05-04 



DEC-01-2005 THU 12=43 PM ASTRAZENECA GLOBAL IP 



FAX NO. 1302 886 8221 



P. 11 



Application No. 10/518,817 
Amendment Dated December 1 , 2005 
Reply to Office Action of September 26, 2005 



AstraZeneca Docket No. 1 00727-1 P US 



R* and R 3 are independently hydrogen. C^alkvl or C^cvcloalkvf both of which can 
optionally contain one or more O, S or NR 4 groups where R 4 is hydrogen or alkvl. and 
can be optionally substituted by arvl. heteroarvl. NR 3 R 6 where R 5 and R e together with the 
nitrogen atom to which they are attached form a 4-7 membered ring optionally containing a 
further O. S. NR 4 . or R 2 and R3 together with the nitrogen atom to which thev are attached 
form a 4-7 membered ring optionally containing a further O, S. NR 4 group, or R2 and R3 are 
aryl or h eteroarvl groups, both arvl and heteroarvf groups being optionally substituted by 
hafooen. amino, hydroxy, cvano. nitro, carboxv. CONR 7 R B . 5Q?NR y R 6 . SO*R 4 . 
triffuoromethvf. NHSO,R 4 . NHCOR 4 . ethvlenedioxv. methvlenedioxv. alkvl. C^alkoxv. 
NR 7 R° or SR 7 where R 7 and R B are independently hydrogen or Chalky!; 

R and R 1 are independ ently a group Y(CH,)pR 9 where p is 0, 1. 2 or 3 and Y is Q or NR 10 
where R 10 is hydrogen. alky! or CX^cvcloalkyl; 

and R Q is hydrogen. C^ alkvl which can optionally contain one or more O, S or NR 4 groups 
where R 4 is hydrogen or Ci_a alkvl, or a 3 to 7-membered saturated ring optionally containing 
a carbonvl group, one or more Q. S or N atoms, or an arvt or heteroarvl group containing 
one to four heteroatom s selected from Q. S or N, the saturated rino. arvl and heteroarvl 
groups all being optionally substit uted by halogen, amino, hydroxy, cvano, nitro. carboxv. 
CQNR y R B , SO ? NR 7 R 8 . SO,R 4 , trifluoromethvl. NHSO.R 4 . NHCOR 4 1 ethvlenedioxv. 
methvlenedioxv. Chalky). C^alkoxv. SR g or NR 1i R ig where R 11 and R 12 are independently 
hvdrooen. d. B alkvl or together with the nitrogen atom to which they are attached form a 5- 
or 6-membered saturated ring optionally containing a further O. S or NR 4 group; 
or R/R 1 is a group NR 1< VCHR 10 ) CONR 2 R 3 or NR 10 (CH^CONR 2 R 3 where a is 1 1 2 or 3r 
or R/R 1 is a group NR 13 R 14 where R 13 and R 14 together with the nitrogen atom to which thev 
are attached form a 4 to 7-membered saturated ring optionally containing a carbonvl group, 
O, S or N atom and optionally substi tuted bv C ie alkvl. amino, hydroxy. COoC^ > alkyl, 
halogen. NR S R 6 . NR 7 R e . C^alkvlNR^R 1 * where R 17 and R te are independently hvdrooen or 
C i^ alkvl. CONR 15 R 16 where R 15 and R 1c are independently hydrogen or alkvl. or 
optionally substituted bv arvl. phenoxv. CQphenvl. or a heteroarvl group, the latter four 
groups being optionally substituted bv halogen, amino, hydroxy, cvano. nitro. carboxy, 
CONR 7 R a . SO,NR 7 R a . SO, R 4 , trifluoromethvl. NHSO,R 4 , NHCOR 4 . ethvlenedioxv. 
methvlenedioxv, C,. e alkvl. C u galkoxy. SR 5 or NR 11 R 12 where R 11 and R 12 are independently 
hydrogen, C 1wB alkvl or together wit h the nitrogen atom to which thev are attached form a 5- 
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or 6-me mbered saturated ring optionally containing a further O. S or NR 4 grouoa compound 
of tho prooont invettti on ac dofinod in d aim-7 or a pharmaceutically acceptable salt thereof. 

Claim 1 1 . (new) A method treating rheumatoid arthritis in a mammal comprising 
administering a compound of formula (I) to said mammal 




(I) 

in which: 

X is CA where A is hydrogen, halogen, CHR 2 R 3 . OR 2 , NR 2 R 3 ? or SR 2 ; 

R 2 and R 3 are independently hydrogen, d_ 6 alkyl or C 3 . 8 cycloalkyl both of which can 
optionally contain one or more O, S or NR 4 groups where R 4 is hydrogen or alkyl, and 
can be optionally substituted by aryl, heteroaryl, NR 3 R 6 where R s and R 8 together with the 
nitrogen atom to which they are attached form a 4-7 membered ring optionally containing a 
further O, S, NR 4 , or R2 and R3 together with the nitrogen atom to which they are attached 
form a 4-7 membered ring optionally containing a further O, S, NR 4 group, or R2 and R3 are 
aryl or heteroaryl groups, both aryl and heteroaryl groups being optionally substituted by 
halogen, amino, hydroxy, cyano, nitro, carboxy, CONR 7 R a , S0 2 NR 7 R 8 , S0 2 R 4 , 
trifluoromethyl, NHSO^R 4 , NHCOR 4 , ethylenedioxy, methylenedioxy, alkyl, C,. 6 alkoxy, 
NR 7 R 8 or SR 7 where R 7 and R 8 are independently hydrogen or C« alkyl; 

R and R 1 are independently a group Y(CH 2 )pR 9 where p is 0, 1 , 2 or 3 and Y is O or NR 10 
where R 1Q is hydrogen, d. e alkyl or C^. Q cydoalkyl; 

and R° is hydrogen, Ci^ alkyl which can optionally contain one or more O, S or NR 4 groups 
where R A is hydrogen or C t . Q alkyl, or a 3 to 7-membered saturated ring optionally containing 
a carbonyl group, one or more O, S or N atoms, or an aryl or heteroaryl group containing 

9 
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one to four heteroatoms selected from O, S or N, the saturated ring, aryl and heteroary! 
groups all being optionally substituted by halogen, amino, hydroxy, cyano, nitro, carboxy, 
CONR r R 8 , S0 2 NR 7 R 8 , S0 2 R 4 , trifluoromethyl, NHS0 2 R 4 , NHCOR 4 , ethylenedioxy, 
methylenedioxy, d-6 alkyl, d-ealkoxy, SR 5 or NR 11 R 12 where R 11 and R 12 are independently 
hydrogen, Ci-e alkyl or together with the nitrogen atom to which they are attached form a 5- 
or 6-membered saturated ring optionally containing a further O, S or NR 4 group; 
or R/R 1 is a group NR 10 (CHR 10 ) CONR 2 R 3 or NR 10 (CH 2 ) q CONR 2 R 3 where q is 1, 2 or 3; 
or R/R 1 is a group NR 13 R 14 where R 13 and R 14 together with the nitrogen atom to which they 
are attached form a 4 to 7-membered saturated ring optionally containing a carbonyl group, 
O, S or N atom and optionally substituted by d* alkyl, amino, hydroxy, C0 2 C^ alkyl, 
halogen, NR 5 R e , NR 7 R 8 , Ci. 6 alkylNR 17 R 18 where R 17 and R 18 are independently hydrogen or 
d-e alkyl, CONR 15 R 16 where R 15 and R 18 are independently hydrogen or Chalky!, or 
optionally substituted by aryl, phenoxy, COphenyl, or a heteroaryl group, the latter four 
groups being optionally substituted by halogen, amino, hydroxy, cyano, nitro, carboxy, 
CONRV, S0 2 NR 7 R 8 , S0 2 R 4 f trifluoromethyl, NHS0 2 R 4 , NHCOR 4 , ethylenedioxy, 
methylenedioxy, alkyl, d-ealkoxy, SR 5 or NR 11 R 12 where R 11 and R 12 are independently 
hydrogen, d-6 alkyl or together with the nitrogen atom to which they are attached form a 5- 
or 6-membered saturated ring optionally containing a further O, S or NR 4 group; 
or a pharmaceutical^ acceptable salt. 

Claim 12. (new) The method according to claim 1 1 in which A is H, NHR 2 , or OR 2 
wherein R 2 is hydrogen or alkyl. 

Claim 13. (new) The method according to claim 11 in which R is a group Y(CH 2 )pR 7 
where p is 0 or 1 and Y is NR 8 wherein R a is hydrogen and R 7 is substituted phenyl. 

Claim 14- (new) The method according to claim 1 1 in which R 1 is a group NR 13 R 14 
where R 13 and R 14 together with the nitrogen atom to which they are attached form a 
morpholine ring, piperidine or piperazine ring optionally substituted. 

Claim 15, (new) The method according to claim 1 1 in which R 1 is a group NR 9 R 10 
where R 10 is H or d-e alkyl and R 9 is d. 6 alkyl which can optionally contain one or more O, S 
or NR 4 groups where R 4 is hydrogen or d. 6 alkyl. 
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Claim 16,(new) The method according to claim 11 where the compound of formula (I) 
is selected from: 

4-[(4-Chlorophenyl)amino]-6-morpholin-4-ylpyrimidine-2-carbonitrile, 

4-[(4-Methylcyclohexyl)amino]-6-morpholin-4-ylpyrimidine-2-carbonitrile, 

4-(4-Chlorophenoxy)-6-morpholir>4-ylpyrimidine-2-carbonitrile, 

4-[(4-Chlorophenyl)amino]-6-(dimethylamino)pyrimidine-2-carbonitrile 1 

4-[(1-Methylpiperidin-4-yl)amino]-6-morphoIin-4-ylpyrimidine-2-carbonitriIe, 

4-(CyclohexyIamino)-6-morpholin-4-ylpyrimidine-2-carbonitrile 1 

4-[(4-Chlorophenyl)amino]-6-pyrrolldln-1-ylpyrimidine-2-carbonitrile l 

4-[(6-Chloropyridin-3-yl)aminol-6-morpholin-4-ylpyrimidine-2-carbonitrile, 

1-{6-[(4-Chlorophenyl)amino]-2-cyanopyrimidin-4-yl}-L-prolinamide, 

4-(4-Aminopiperidin-1-y|)-6-[(4-chlorophenyl)amino]pyrimidine-2-carbonitrile, 

4-[(4-Ch]orophenyl)amino]-6-(4-pyrrolidin-1-ylpiperidin-1-yl)pyrimidine-2-carbonitrile I 

4-[(4^hlorophenyI)amino]-6-[(3-pyrrolidin-1-yipropyl)amino]pyrimidine-2-carbonitriIe t 

tert-Butyl 4-{6-[(4-chlorophenyl)amino]-2-cyanopyrimidin-4-yl}piperazine-1-carboxylate, 

4-[(4-Chlorophenyl)amino]-6-(cyclopropylamino)pyrimidine-2-carbonitrile, 

4- [(4-Chlorophenyl)amino]-6-piperazin-1-ylpyrimidine-2-carbonitrile l 
(2S)-N-2~-{6^(4-Chloropheny|)amino]-2-^^ 

chlorophenyl)amino]-2-cyanopyrimidin^-yl)-L-leucyl)morpholin-3-yl]-L-leucinamide, 

5- Chloro^-^-chlorophenyOaminol-e-morpholin^ylpyrimidine^-carbonitrile, 
4-[(4-Chlorophenyl)amino]-5-methoxy-6-piperazin-1-ylpyrimidine-2-carbonltrile, 
4-[(4-ChIorophenyt)amino]-5-methoxy-6-morpholln-4-ylpyrimidine-2-carbonitrile, 
4-f(3S)-3-Aminopyrrolidin-1-yl]-6-[(4-chlorophenyl)amino]-5-methoxypyrimidine-2- 
carbonitrile, 

4-[(4-Chlorophenyl)amino]-6"{4-[3-(dimethylamino)propyl]piperazin-1-yl}-5- 
methoxypyrimidine-2-carbonitriIe, 

4"[(4-Chlorophenyl)amino]-6-(dimethyJamino)-5-methoxypyrimidine-2-carbonilrile, 

4-[(4-Chiorophenyl)amino]-5-methoxy-6-(3-oxopiperazin-1-yl)pyrimjdine-2-carbonitrile l 

1-{6-[(4-Chlorophenyl)amino]-2-cyano-5-methoxypyrimidin-4-yl}piperidine-3-carboxamide > 

4- (4-Aminopiperidin-1-yl)-6-[(4-chlorophenyl)amino]-5-methoxypyrimidine-2^arbonitrile l 

5- Amino^-[{4-^hlorophenyl)amino]-6--morpho]in-4-ylpyrimidine^2-carbonitrile i and 
5-Amino-4-[(4-Chlorophenyl)amino]-6-(ethy]amino)pyrimidine-2-carbonitrile. 
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